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Amendments to the Claims 

This listing of claims will replace all prior versions, and listings, of claims in the 
application. 

Listing of Claims 



1 . (currently amended): A method of preventing or treating hot flashes ? or vasomotor 
symptoms, impulse control disorders, or personality chang e due to a general medical 
condition, comprising administering to a patient in need thereof a therapeutically effective 
amount of a selective norepinephrine reuptake inhibitor selected from the group consisting 
of: 

atomoxetine or a pharmaceutical^ acceptable salt thereof; 
racemic reboxetine or a pharmaceutical ly acceptable salt thereof; 
(S,S) reboxetine or a pharmaceutical^ acceptable salt thereof; 
a compound of formula (I): 



a: 




(I) 

wherein X is C1-C4 alkylthio, and Y is C r C 2 alkyl, or a pharmaceutical^ acceptable salt 
thereof; and 

a compound of formula (JH): 
a compound of formula (IA): 




(IA) 
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wh e r e in n is 1, 2 or 3; Rl is Cg -G ^alkyl, C^ -G+ Qalkonyl, C^ -G scycloalkyl or C4 - 
C^ Qcycloalkylalkyl, whorein ono C C bond within any cycloalkyl moioty is optionally 
substituted by an O C, S C or C~C bond and wherein oach group is optionally substituted 
with from 1 to 7 halogen substitu e nt s and/or with from 1 to 3 substitucnts each ind e p e ndently 
s e l e cted from hydroxy, cyano, C4 .-€4 alkyl, C4 .-€ 4alkylthio (optionally substitut e d with from 
1 to 3 halogen atoms) and C ^j ^alkoxy (optionally substituted with from 1 to 3 halogen 
atoms); R2 is H, C 4_-G4 alkyl (optionally substituted with from 1 to 7 halogen atoms), € 4.- 
€ 4alkyl S(0) x wherein x is 0, 1 or 2 (optionally substituted with from 1 to 7 halogen 
atoms), C4 _-€ 4alkoxy (optionally substituted with from 1 to 7 halogen atoms), cyano, 
halog e n, phenyl (optionally substituted with from 1 to 3 substitu e nts each independ e ntly 
s e l e ct e d from halog e n, C^ - ^alkyl and C_ |_-€ 4alkoxy), ph e noxy (optionally substituted with 
from 1 to 3 substitu e nts e ach ind e p e ndently select e d from halog e n, C4 -€4 alkyl and C_j_- 
€ 4alkoxy) or CC> 2(C.j.-€4 alkyl), or together with R3 forms a further benzene ring 
(optionally substituted with from 1 to 3 substituents e ach independently selected from 
halog e n, C4 .-€ 4alkyl and C± -€4 alkoxy); R3 is H, C^ -€ 4alkyl (optionally substitut e d with 
from 1 to 7 halogen atoms), C4 .-€ 4alkyl S(0) x - wherein x is 0, 1 or 2 (optionally substituted 
with from 1 to 7 halogen atoms), C {.-G 4alkoxy (optionally substitut e d with from 1 to 7 
halogen atoms), cyano, halogen, phenyl (optionally substituted with from 1 to 3 substituents 
caoh independently select e d from halogen, C± -€4 alkyl and C^ - ^alkoxy), ph e noxy 
(optionally substitut e d with from 1 to 3 substitu e nts e ach ind e p e nd e ntly se l e ct e d from 
halog e n, C^ ^ alkyl and C+ ^ alkoxy) or CO^ ^^ alkyl), or together with R2 or R1 
forms a furth e r b e nz e n e ring (optionally substitut e d with from 1 to 3 substitu e nts e ach 
ind e p e nd e ntly s e l e ct e d from halog e n, C. j.-G4 alkyl and C^ -G 4alkoxy); R1 is H, C4 .-€ 4alkyl 
(optionally substituted with from 1 to 7 halogen atoms), C4 .-G 4alkyl S(0) x - wherein x is 0, 1 
or 2 (optionally substitut e d with from 1 to 7 halog e n atoms), C4 --€4 alkoxy (optionally 
substituted with from 1 to 7 halog e n atoms), cyano, halogen, phenyl (optionally substituted 
with from 1 to 3 substitu e nts e ach ind e p e ndently s e l e ct e d from halogen, C 4_-G 4alkyl and C±- 
G 4alkoxy), ph e noxy (optionally substitut e d with from 1 to 3 substitu e nts e ach ind e p e nd e ntly 
s e l e ct e d from halogen, C4 .-€ 4alkyl and Q - ^alkoxy) or C02 (€-j--€ 4alkyl), or togeth e r with 
R3 forms a furth e r b e nz e n e ring (optionally substitut e d with from 1 to 3 substitu e nts each 
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independ e ntly s e lect e d from halogen, C^^alkyl and C+ ^ alkoxy); R5 is H, C+ ^alkyl- 
(optionally subGtituted with from 1 to 7 halogen atoms), C^ -^ alkoxy (optionally substitut e d 
with from 1 to 7 halogen atoms) or halogen; R6 is H, C^ ^ alkyl (optionally substitut e d 
with from 1 to 7 halog e n atoms), C^ ^ alkoxy (optionally substitut e d with from 1 to 7 
halogen atoms) or halogen; R7 is H or C i-G4 alkyl; R 8 is H or C i-G4 alkyl; R9 is H, 
halogen, hydroxy, cyano, C ^^ alkyl or C+^alkoxy; and RIO is H, halog e n, hydroxy, 
cyano, C4 .-€ 4alkyl or C^ - ^alkoxy; or a pharmaceutical^ acceptable salt thereof, with the 
proviso that th e compound N e thyl N benzyl 1 piperidinamino is e xclud e d; 
a compound of formula (IB): 



wherein Rx is H; Ry is H or Q -C 4 alkyl; each Rz is independently H or C4 -G 4 alkyl; X 
represents O; Y represents OH or OR; R is C± -G 4 alky I; Ar± is a phenyl ring or a 5 or 6 
memb e r e d heteroaryl ring each of which may bo substituted with 1, 2, 3, 1 or 5 
substitu e nts (d e pending upon th e number of available substitution positions) e ach 
indep e nd e ntly selected from ^ -€ 4 alkyl,"0(C4 .-G4 alkyl), S(C± -€4 alkyl), halo, 
hydroxy, pyridyl, thioph e nyl and ph e nyl optionally substitut e d with 1, 2, 3, 1 or 5 
substitu e nts each ind e p e ndently s e l e ct e d from halo, C_ jj-€ 4 alkyl, or 0(C± -G4 alkyl); and 
Afg is a phenyl ring or a 5 or 6 membered heteroaryl ring each of which may be 
substituted with 1, 2, 3, 1 or 5 substitu e nts (d e p e nding upon th e number of available 
substitution positions) e ach independ e ntly sel e ct e d from C 4.-G4 alkyl, 0(C 4_-G4-atky4)- 
and halo; wherein each above mentioned (^ -€ 4 alkyl group is optionally substituted with 
one or mor e halo atoms; or a pharmac e utical ly acceptable salt th e r e of; 
a compound of formula (I €) 




Rz R X Rz 



v lc v 
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A 



Ar 




wh e r e in: A is S or O; R is H; Ar is a ph e nyl group optionally substituted with 1, 2, 3, 4 or 
5 substitu e nts each independently selected from C± -& 4 alkyl, 0(C. j.-G 4 alkyl), S(C 4.-€4- 
alkyl), halo, hydroxy, C03(C j_-€4 alkyl), pyridyl, thioph e nyl and phenyl optionally 
substitut e d with 1, 2, 3, 4 or 5 substituents each independently selected from halo, C \rG^- 
alkyl, or 0(C± -€4 alkyl); X is a ph e nyl group optionally substitut e d with 1, 2, 3, 1 or 5 
substituents each independently sclcetod from halo, ^ -€4 alkyl, or 0(C 4~€ 4 alkyl); a 
G±-G 4 alkyl group; a Cg -C ^ cycloalkyl group or a ChL^G^G^ cycloalkyl) group; R' is H 
e*^G_i_-€4 alkyl; each R 4 is independently H or C^ rG ^ alkyl; wh e r e in e ach abov e 
m e ntion e d C^ -G ^ alkyl group is optionally substitut e d with on e or mor e halo atoms; or a 
pharmac e utical^ acceptable salt th e r e of; with th e proviso that, when A is O, X is a C_j_- 
€ 4 alkyl group, a C^ -G^ cycloalkyl group or a CFb ^Gg-G ^ cycloalkyl) group; 

a compound of formula (ID) 



wherein X is C(R 4 R* ) , O or S ; n is 2 or 3; R^is H or C r€ 4 alkyl; R^is H, halo, Q -€ 4 - 
alkyl, 0(C r€4 alkyl), nitril e , ph e nyl or substitut e d phenyl; R 4 and R & are each ind e p e nd e ntly 
selected from H or C± -G 4 alkyl; Ar is s e lected from th e group consisting of 




Ar 



/rrvv 
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in which R 3 * is H, halo, methyl or e thyl; R 2 * * i s H, halo or m e thyl; R 3 * is H, halo, m e thyl, 



trifluorom e thyl, nitrilo, or mothoxy; R^ is H, halo, m e thyl or e thyl; R 3 * is H, halo, 
m e thyl, trifluorom e thyl, nitril e , or m e thoxy; R 3 * is H, or fluoro; Y is O , S or N(R 6 )- 
; and R 6 is H or methyl or a pharmac e utical^ acc e ptabl e salt th e reof; 

a compound of formula (IE) 




wherein R ^-fc-C^-Gs Jilkyl (optionally substituted with 1, 2 or 3 halo substitu e nts and/or with 

1 substituent selected from S (C r€a alkyl), - O (C r€a alkyl) (optionally substituted with 1, 

2 or 3 F atoms), Q (Q -€ 6 cycloalkyl), S0 2 (G ^ alkyl), CN, COO (G rG a alkyl) and 
OH); C 3 C^alk e nyl; (CH^) q Ad; or a group of formula (i) or (ii) 

Z £ H 2>r. 

- <cr 5 r 6 ) s 



JCH 2 \ 



(CR 5 R 6 ) 



(CR'R°)— X 
© 




(CR 



R>-R^-aftd-R 4 ar e e ach ind e pendently sel e ct e d from hydrogen or CU Ca alkyl; r VrVR 7 - 
and^R * ar e at e ach occurr e nc e ind e p e nd e ntly s e l e ct e d from hydrogen or Q C3 alkyl; X 
is a bond, CFL , CH-CH , O , S , or SOa ; Y is a bond, CHa or O ; Z is 
hydrog e n, OH or O (C+ -G3 alkyl); p is 0, 1 or 2; q is 0, 1 or 2; r is 0 or 1; s is 0, 1,2 or 
3; t i s 0, 1, 2 or 3; Ar + is ph e nyl, pyridyl, thiazolyl, b e nzothioph e nyl or naphthyl; wh e r e in 
said phenyl, pyridyl or thiazolyl group may be substitut e d with 1 , 2 or 3 substitu e nts e ach 
ind e p e nd e ntly s e l e cted from halo, cyano, C 4-G4 alkyl (optionally substitut e d with 1, 2 or 3 
F atom s ), O (C ±-G 4 alkyl) (optionally sub s titut e d with 1, 2 or 3 F atoms) and S (€ +-€4- 
alkyl) (optionally substitut e d with 1, 2 or 3 F atoms) and/or with 1 substitu e nt s e l e ct e d 
from pyridyl, pyrazol e , ph e nyl (optionally substitut e d with 1, 2 or 3 halo substitu e nts) and 
phenoxy (optionally substituted with 1, 2 or 3 halo substituents); and wher e in said 
benzothiophenyl or naphthyl group may be optionally substituted with 1, 2 or 3 
substituents e ach ind e p e ndently select e d from halo, cyano, C4 -G 4 alkyl (optionally 
substituted with 1, 2 or 3 F atoms), O (C r€ 4 alkyl) (optionally substitut e d with 1 , 2 or 3 
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F atoms), and S (C rG +alkyl) (optionally substitut e d with 1 , 2 or 3 F atoms); An is 
naphthyl, pyridyl, thiazolyl, furyU thiophonyl, b e nzothioph e nyl, or phenyl, wh e r e in said 
naphthyl, pyridyl, thiazolyl, fiiryl, thiophonyl, b e nzothioph e nyl, or phenyl may b e 
substituted with 1, 2 or 3 substituonts each ind e p e nd e ntly select e d from halo, C ^-G 4 -^M- 
(optionally substituted with 1, 2 or 3 F atoms) and O (C 4-G 4 alkyl) (optionally 
substituted with 1 , 2 or 3 F atoms); or a pharmaceutical ly acceptable salt thereof; 
provided that (a) the cyclic portion of the group of formula (i) must contain at least thr ee 
carbon atoms and not more than seven ring atoms; (b) wfrcn X is CH~CH , th e n th e 
cyclic portion of th e group of formula (i) must contain at least five carbon atoms; and (c) 
when Z is OH or O (C4 -G3 alkyl), then X is CFL ; (d) when Y is O th e n p 
cannot be 0; and (c) the compound 3 [(phcnylmcthyl) (3S) 3 pyrrolidinylamino] 
propanenitril e is excluded; 

a compound of formula (IF) 



wh e r e in 




(a) (b) 

R*4s-&r€^ alkyl (optionally substitut e d with 1, 2 or 3 halo substitu e nts and/or with 1 
substitu e nt s e l e ct e d from S (C -rG ^ alkyl), O (C 4 -€ ^ alkyl) (optionally substituted with 1,2 
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or 3 F atoms), O (C 3 ^G 6 cycloalkyl), S0 3 (Q -G a alkyl), CM, COO (C4 -G 3 alkyl) and 
OH); Ca C^alkenyl; (CVL) q An; or a group of formula (i) or (ii) 



end-R * ar e at e ach occurrence independently selected from hydrogen or C^ - C^ alkyl; X 
is a bond, CHa , CH~CH , O , S , or SO^ ; Y is a bond, CVL or O ; Z is 
hydrogen, OH or O (C 4 -G ^ alkyl); p is 0, 1 or 2; q is 0, 1 or 2; r is 0 or 1 ; s is 0, 1 , 2 or 
3; t is 0, 1, 2 or 3; Ar+ is phenyl, pyridyl, thiazolyl, bonzothioph e nyl or naphthyl; wh e rein 
said phenyl, pyridyl or thiazolyl group may bo substituted with 1, 2 or 3 substituonts each 
independently selected from halo, cyano, C r€ 4 alkyl (optionally substituted with 1, 2 or 3 
F atoms), O (C r€ 4 alkyl) (optionally substitut e d with 1, 2 or 3 F atoms) and S (Q -Q 
alkyl) (optionally substituted with 1, 2 or 3 F atoms) and/or with 1 substituont s e l e ct e d 
from pyridyl, pyrazole, phenyl (optionally substitut e d with 1 , 2 or 3 halo substitu e nts), 
benzyl and phenoxy (optionally substitut e d with 1, 2 or 3 halo s ub s titu e nts); and wh e r e in 
said b e nzothiophenyl or naphthyl group may b e optionally substituted with 1 , 2 or 3 
s ubstitu e nts e ach ind e p e nd e ntly sel e cted from halo, cyano, C r€ 4 alkyl (optionally 
substituted with 1, 2 or 3 F atoms), O (C r€ 4 alkyl) (optionally substitut e d with 1, 2 or 3 
F atoms), and S (C rG +alkyl) (optionally substitut e d with 1 , 2 or 3 F atoms); Ar^ -ts- 
naphthyl, pyridyl, thiazolyl, furyU thiophenyl, b e nzothioph e nyl, or ph e nyl, wh e r e in said 
naphthyl, pyridyl, thiazolyl, furyl, thiophenyl, benzothiophenyl, or ph e nyl may b e 
substitut e d with 1, 2 or 3 substituents each indep e ndently sel e cted from halo, C r€4-ftlky4- 
(optionally substitut e d with 1, 2 or 3 F atoms) and O (C +-€4 alkyl) (optionally 
substitut e d with 1, 2 or 3 F atoms); or a pharmac e utical ly acc e ptabl e salt th e r e of; 
provid e d that (a) the cyclic portion of the group of formula (i) must contain at least thr ee 
carbon atoms and not mor e than s e v e n ring atoms; (b) when X is — CH~CH , then th e 
cyclic portion of the group of formula (i) must contain at least five carbon atoms; and (c) 
when Z is OH or O (C4 -G3 alkyl), th e n — X is CH^ ; and (d) when Y is O then p 
cannot bo 0; 

a compound of formula (IG) 





RVR j -an4-R 4 arc each independently selected from hydrogen or C+-Cj alkyl; R^^-R^t-R 7 - 
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RtAs-Gi-Ga alkyl, ph e nyl or ph e nyl Gubstitutod with 1, 2 or 3 substituonts each 
ind e p e nd e ntly s e lected from C ±-G 4 alkyl, C 4 -G 4 alkoxy, nitro, hydroxy, cyano, halo, 
trifluoromethyl, trifluoromethoxy, benzyl, benzyloxy, >ni 6 R ? ^GONR 6 R ? ^GOQRV 
SQgNR 6 R ? and SOoR 6 j ^ is selected from C+ -€ 4 alkyl, C r€ 4 alkoxy, carboxy, nitro, 
hydroxy, cyano, halo, trifluoromethyl, trifluoromethoxy, benzyl, benzyloxy, NR^R 9 — 
€ONR*R 9 , SO^m* R 9 -«»d--SQ3R*^ each independently 

selected from H or C± -G 4 alkyl; and Z is a bond, CYL , or O ; or a pharmaceutically 
acceptable salt ther e of and 




(IH) 

wherein, 

X is OH, C 1 -C4 alkoxy, NH 2 * or NH(C 1 -C4 alkyl); 

Rx is H orCl-C4 alkyl; 
Ry is HorCl-C4 alkyl; 

each Rz group is independently H or C1-C4 alkyl, with the proviso that not more than 3 Rz 
groups may be C1-C4 alkyl; 

Rl is C1-C6 alkyl (optionally substituted with 1, 2 or 3 halogen atoms and/or with 1 
substituent selected from the group consisting of C1-C4 alkylthio (optionally substituted with 
1, 2 or 3 fluorine atoms), C1-C4 alkoxy (optionally substituted with 1, 2 or 3 fluorine atoms), 
C3-C6 cycloalkoxy, C1-C4 alkylsulfonyl, cyano, -C0-0(C1-C2 alkyl), -0-CO-(Cl-C2 alkyl), 
and hydroxy); C2-C6 alkenyl (optionally substituted with 1, 2 or 3 halogen atoms); C3-C6 
cycloalkyl (optionally substituted with 1, 2 or 3 halogen atoms and/or with 1 substituent 
selected from the group consisting of C1-C4 alkoxy and hydroxy^) wherein one C-C bond 
within the cycloalkyl moiety is optionally substituted by an O-C, S-C or C=C bond; C4-C7 
cycloalkylalkyl (optionally substituted with 1, 2 or 3 halogen atoms and/or with 1 substituent 
selected from the group consisting of CI -C4 alkoxy and hydroxy^) wherein one C-C bond 
within the cycloalkyl moiety is optionally substituted by an O-C, S-C or C=C bond; or 
CH 2 Ar2; and 
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Arl and Ar2 are each independently a phenyl ring or a 5- or 6-membered heteroaryl ring each 
of which is optionally substituted with 1, 2 or 3 substituents (depending upon the number of 
available substitution positions^) each independently selected from the group consisting of 
C1-C4 alkyl {optionally substituted with 1, 2 or 3 halogen atoms), C1-C4 alkoxy (optionally 
substituted with 1, 2 or 3 halogen atoms), C1-C4 alkylthio (optionally substituted with 1, 2 or 
3 halogen atoms), -C0-O(0-C4 alkyl), cyano, -NRR, -CONRR, halo a and hydroxy^ and/or 
with 1 substituent selected from the group consisting of pyridyl, thiophenyl, phenyl, benzyl 
and phenoxy^ each of which is optionally ring-substituted with 1, 2 or 3 substituents each 
independently selected from the group consisting of halogen, C1-C4 alkyl (optionally 
substituted with 1, 2 or 3 halogen atoms), C1-C4 alkoxy (optionally substituted with 1, 2 or 3 
halogen atoms), carboxy, nitro, hydroxy, cyano, -NRR, -CONRR, SC>2NRR i and SO2R); and 

each R is independently H or C1-C4 alkyl; 

or a pharmaceutical ly acceptable salt thereof. 

2. (cancelled) 

3. (currently amended): The method of claim 1 or th e us e of claim 2 , wherein said 
selective norepinephrine reuptake inhibitor is atomoxetine hydrochloride. 

4. (new): The method of claim 1, wherein said selective norepinephrine reuptake 
inhibitor is a compound of the formula: 




or a pharmaceutical^ acceptable salt thereof. 



5. (new): The method of claim 4, wherein said compound is in the form of a 
hydrochloride salt. 



